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Table 1.0 Effects of the herbal medicines Kakkon-to, Hochu-ekki-to, and Juzen-taiho-to on the
antimicrobial activities of CAM/RFP against intramacrophage MAC organisms

Inc;?ﬁgon Drug and dose” Log CFU/wellO MeanJ‘_r SEOn0O 30 .
Kakkon-to Hochu-ekki-to Juzen-taiho-to
0-time None 429+ 0.09 420+ 0.10 3.88+ 0.02
5-day None 551+ 0.04 557+ 0.03 554+ 0.05
5-day CAM/RFP 1.76 + 0.03" 2.86 = 0.45°0 2.81+ 0.27°C
5-day 1pg/mL 5.47 + 0.03 563+ 0.04 5.61+ 0.03
5-day 10 p g/mL 550+ 0.06 5.68+ 0.05 552+ 0.04
5-day 100 p g/mL 572+ 0.02 578+ 0.01 5.64+ 0.03
5-day CAM/RFP O 1 pg/mL 193+ 0.12 273+ 0.27 2.63+ 0.04
5-day CAM/RFP [0 10 p g/mL 225+ 0.09 3.09+ 0.59 2.64+ 0.18
5-day CAM/RFP [0 100 p g/mL 278+ 0.80 406+ 0.22 321+ 0.36

a7 Infected cells were cultured in 5% FBS-RPMI 1640 medium in the presence or absence of CAM/RFP
at Cmax doses and/or individual herbal medicines at concentrations of 1 y g/mL to 100 p g/mL.
b2 Significantly different from 5-day cultures with no drugs, P O 0.05.

Table 2. Effects of the herbal medicines Kakkon-to, Hochu-ekki-to, and Juzen-taiho-to on the
antimicrobial activities of CAM/RFP against MAC organisms within A-549 cells

Inct:_bation Drug and doses” Log CFU/wellO MeanJ'_r SEONnO 30 .

ime Kakkon-to Hochu-ekki-to Juzen-taiho-to
0-time None 461+ 0.02 455+ 0.05 417+ 0.01
5-day None 526+ 0.02 517+ 0.02 5.37+ 0.03
5-day CAM/RFP 2.74 + 0.01°0 2.99 + 0.06° 2.50+ 0.05°"
5-day 1 pg/mL 516+ 0.03 5.06 £ 0.03 519+ 0.04
5-day 10 p g/mL 5.16 £ 0.03 5.05+ 0.02 5.27+ 0.04
5-day 100 p g/mL 5.44 + 0.02 5.09+ 0.03 5.28+ 0.07
5-day CAM/RFP O 1 pg/mL 3.03+ 0.03 3.18%+ 0.27 2.65+ 0.07
5-day CAM/RFP [0 10 p g/mL 297+ 0.06 355+ 0.49 286+ 0.35
5-day CAM/RFP [0 100 p g/mL 3.10+ 0.04 3.07+ 0.06 259+ 0.02

a7 Infected cells were cultured in 5% FBS-RPMI 1640 medium in the presence or absence of CAM/RFP
at Cmax doses and/or individual herbal medicines at concentrations of 1 y g/mL to 100 p g/mL.
b2 Significantly different from 5-day cultures with no drugs, P O 0.05.
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Effects of the Chinese traditional medicines Kakkon-to, Hochu-ekki-to, and
Juzen-taiho-to on the antimicrobial activity of clarithromycin in combination
with rifampicin against Mycobacterium avium complex within THP-1
human macrophages and A-549 human type Il alveolar epithelial cells

Katsumasa Sato, Toshiaki Shimizu, Chiaki Sano and Haruaki Tomioka

Department of Microbiology and Immunology, Shimane University School of Medicine, Izumo, Shimane, Japan

Since Mycobacterium avium compleX] MACO infections are very refractory, the development of new drugs
with strong anti-MAC activity or therapeutic regimens using ordinary antimycobacterial drugs in combination
with immunomodulators is urgently desired. In this study, we studied the effects of the Chinese traditional
medicines Kakkon-to, Hochu-ekki-to, and Juzen-taiho-to, which exhibit immunopotentiating activity, on the an-
timicrobial activity of clarithromycifl CAMO in combination with rifampicial RFPO against MAC organisms rep-
licating within THP-1 human macrophagél M¢ O and A-549 human type Il alveolar epithelial cell lines. When
MAC-infected cells were cultured for 5 days in a 500 FBS-RPMI 1640 medium in the presence or absence of
CAM/RFP at Cmax dosesd] CAM, 2.3 ug/mL; RFP, 6.2 ug/mLOwith or without the Chinese herbal medicines at
concentrations of 1 yg/mL to 100 ug/mL, CAM/RFP significantly eliminated the intracellular organisms within
THP-1 M¢s and A-549 cells. The Chinese traditional medicines, however, failed to inhibit intracellular bacterial
growth. Moreover, these herbal medicines did not potentiate the activity of CAM/RFP against intracellular MAC
organisms.



